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DETAILED ACTION 

1 . This application is a 371 (national stage application) of PCT/JP2004/01 7998. 

2. Claims 1-18 are pending. 

Claim Rejections 35 U.S.C. § 103 

3. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

4. Claims 1-18 are rejected under 35 U.S.C. 103(a) as being unpatentable over US 
7,002,037 patent (US '037) in view of J. Amer. Chem. Soc, 1998, 120, 4345-4353. 

5. Regarding instant claim 1 of the application, US '037 teaches the following: 
The invention disclosed in US '037 is drawn to the preparation of an (S)- 

enantiomer compound of formula I. US '037 was discovered during a search by the 
examiner for subject matter concerning the current application. The particular reagents 
used in this example are 4-methoxybenzaldehyde, and ethyl 2-ethoxyethanoate, but is 
not intended to be limiting, as stated on page 4, column 5, lines 50-53 "The following 
Examples are intended to illustrate, but in no way limit the scope of the invention". The 
reaction is performed in the presence of a base in an organic solvent, which is followed 
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by hydrolysis to give tine condensation product, Formula VI , which is further converted 
to formula I through hydrogenation. At this point, the (S)- enantiomer of formula is 
isolated by use of chiral agents, chiral column chromatography, and crystallization 
(page 2, column 1, lines 30-67). The (S-) enantiomer may also be separated with chiral 
agents before hydrogenation. Hydrogenation may be performed with Pd/C, or a chiral 
catalyst (page 4, column 5, lines 23-26). The hydrogenating agent is not limited in the 
scope of the invention. The invention is drawn to the derivative compound of formula I, 
in which the substituent on the oxygen (3 to the carboxyl group is ethyl. 
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where Q = H, or a protecting group 

A = H, or a chiral auxiliary group, or R^, where R"^ = protecting group 

Additionally, the phenyl group of Formula I may be substituted by one or more halogen 

atoms (page 3, column 4, lines 8-39). 

Instant claim 1 of the application discloses that a compound of formula (4) is 
prepared by reaction of a benzaldehyde of formula (1 ) with a glycolic acid derivative of 
formula (2). The specification of the application further states that this reaction is 
accomplished by a base, and a list of possible bases is shown (page 1 1 , paragraph 
0109). 




R7 Base, 1-20 ri ^ 



Scheme 1 Formula (4) 

The applicant has defined the R groups as the following: 

R1 = a protecting group; R2 = alkyi group; R3 = hydrocarbon group; R5 - R8 = 

independently H or a substituent. 
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Formula VI has essentially the same formula as that of formula (4), in instant 
claim 1 of the application. The R2 substituent of instant claim 1 is an alky! group, of 
which the ethyl substituent of US '037 would be included. The R5-R8 substituents of 
formula (4) may be either H or another substituent; the phenyl substituents of the 
formulas present in US '037 may be either H or halogen atoms. R1 of instant claim 1 is 
initially a protecting group, which is eventually removed; the Q substituent may be either 
H or a protecting group. The substituent R3 of the instant claim is a hydrocarbon group; 
in US '037, the A group may be either H, a chiral auxilliary group, or a protecting group. 
The reaction steps, in which a benzaldehyde and glycolic acid derivative are reacted 
with a base, followed by hydrolysis, to give the resultant compound of formula I are also 
identical to the reaction steps in the present application. 

Instant claim 1 further states that the formula (4) undergoes asymmetric 
hydrogenation to form the resulting hydrogenated (R) or (S) enantiomer. There is not a 
reference in this claim as to a specific reagent or catalyst to be used for the asymmetric 
hydrogenation. It is known in the art that the specific (R)- or (S)- enantiomer results from 
use of a chiral ligand of specific stereochemistry. US '037 teaches that the final 
compound VIII is prepared by hydrogenation with a catalyst. The catalyst may be Pd/C, 
or a chiral catalyst ('037, page 4, column 5, lines 23-26). In this example, a chiral 
catalyst would be used for asymmetric hydrogenation. Therefore, the element of 
asymmetric hydrogenation is implied by US '037. Following asymmetric hydrogenation, 
US '037 states that protecting groups may be removed (page 2, column 1, lines 43-55), 
as also stated in instant claim 1 . 
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6. Instant claim 2 restates the reaction process, in which a benzaldehyde and a 
glycolic acid derivative, in the presence of a base, followed by hydrolysis (Scheme 1, 
page 1 1 of the instant application), provides the compound of formula (4). The 
derivative of formula (4) further undergoes asymmetric hydrogenation, and removal of 
protection groups. There is no statement in claim 2 as to the specific reagent or catalyst 
to be used for the reaction. As stated above, this is identical to what is disclosed in US 
'037. 

7. Instant claim 3 states that the reacting benzaldehyde is a derivative of 4- 
hydroxybenzaldehyde. The other reaction steps to form the 4-hydroxycinnamic acid of 
formula (9) are the same as described for instant claims 1 and 2. Claim 3 further states 
that the derivative of formula (9) undergoes asymmetric hydrogenation. There is no 
statement in claim 3 as to the specific agent or catalyst to be used for the 
hydrogenation. As the Q group of Formula I of US '037 may also be H, these 
components of instant claim 3 are also disclosed by '037. 

8. Instant claim 4 recites the process of instant claim 1 , and additionally, that the 
asymmetric hydrogenation is carried out on a chiral catalyst. US '037 states that the 
hydrogenation can be carried out with a catalyst such as Pd/C, but that the chosen 
catalyst may be chiral (page 4, column 5, 23-26). All of the components of instant claim 
4 are taught by US '037. 

9. Instant claim 14 restates that a compound of general formula (4) undergoes 
asymmetric hydrogenation to form the desired hydrogenated enantiomer. As stated 
previously, the element of asymmetric hydrogenation is implied by US '037. 
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1 0. Instant claim 1 5 recites that an optically active 3-(4-hyclroxyphenyl)propionic acid 
derivative is prepared by having the 4-hydroxycinnamic acid derivative undergo 
asymmetric hydrogenation. According to Formula VI of US '037, the Q substituent may 
also be H, and would also be a 4-hydroxycinnamic acid derivative. Additionally, 
asymmetric hydrogenation was also previously implied by US '037. 

1 1 . Instant claim 16 essentially repeats the process recited in instant claim 15. 

12. Instant claim 17 essentially repeats the process recited in instant claims 15 and 
16. 

13. Instant claim 18 states that a compound of formula (4) would be prepared 
according to Scheme 1 (shown previously), and that compound (4) would be further 
subjected to asymmetric hydrogenation to form the desired enantiomeric product, 
followed by removal of any protection groups. Theses components are also taught by 
US '037. 

14. Regarding instant claim 1 , US '037 does not teach the following: 

For instant claim 1, the possible substituents for the starting benzaldehyde, and 
eventually the final product, are very broad. For substituents R5-R8, instant claim 1 
recites that the groups may be H or a substituent. For the invention disclosed in US 
'037, the phenyl ring subsituents may be H or halogen atoms. The R2 group of instant 
claim 1 is an alkyi group, which would correspond to the specified ethyl group of US 
'037. As the possible substituents of instant claim 1 are infinitely broad, US '037 does 
not encompass all of the same substituents. 
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15. Regarding instant claim 2, the same explanation shown above applies regarding 
the substituents. 

16. Regarding instant claim 3, the same explanation applies regarding substituents. 

17. Regarding instant claim 4, the same explanation applies regarding substituents. 

18. Instant claim 5 recites the process as stated in instant claim 1 , and additionally, 
that the chiral catalyst is a transition metal catalyst. This is not stated in US '037. 

1 9. Instant claim 6 recites the process of instant claim 5, and further states, that the 
metal of the transition metal complex is within Groups 8 to 10 of the periodic table. 

20. Instant claim 7 introduces a new reactant compound, shown below: 
R11 CCCR13 R11 CCCR13 




R12 ° 

0 BU 

(12) 

For compounds (1 1) and (12), the functional groups are defined as follows: 
R1 1 , R12 = H or a substituent 

R13 = H, or an optionally substituted hydrocarbon group or metal atom 
R14 = H or a protective group 

Claim 7 recites that compound (12) is prepared by asymmetric hydrogenation of 
compound (1 1) with a transition metal complex as catalyst, and additionally, that if the 
transition metal catalyst is Rh, the R14 group is not acyl. None of these components are 
taught by US '037. 
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21 . Instant claim 8 recites the process as stated in instant claim 7, and additionally, 
that the metal of the transition metal complex be within Groups 8 to 10 of the periodic 
table. This is not taught by US '037. 

22. Instant claim 9 recites the process as stated in instant claim 1, as well as, that 
the chiral catalyst for the hydrogenation is composed of a chiral ligand and a transition 
metal compound. 

23. Instant claim 10 recites the process as stated in claim 1 , and also that, the 
optically active produce is crystallized from a solvent. US '037 does not explicitly state 
this. 

24. Instant claim 1 1 recites the process as stated in instant claim 10, and also that, 
the crystallization solvent be selected from hydrocarbons, alcohols, ketones, water, and 
a mixture thereof. US '037 does not explicitly state this. 

25. Instant claim 12 recites the process of claim 1 , in which the optically active 3-(4- 
hydroxyphenyl)propionic acid derivative is crystallized from a solvent. US '037 does not 
explicitly state this. 

26. Instant claim 13 recites the process of instant claim 12, and additionally that, the 
crystallization solvent is selected form the group consisting of aromatic hydrocarbons, 
aliphatic hydrocarbons, alcohols, water, and a mixture thereof. US '037 does not 
explicitly teach this. 

27. Instant claim 14 restates that a compound of formula 4 is subjected to 
asymmetric hydrogenation to form the desired enantiomer product. The possible 
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variation in different substituents is tine only element not completely disclosed in US 
'037. 

28. Instant claim 15 restates the asymmetric hydrogenation of the 4-hydroxy 
derivative of formula 4. The only element not completely disclosed in US '037 applies to 
the possible variation of substituents. 

29. Instant claim 16 restates the process of instant claim 15. US '037 does not 
possibly teach all of the same variations of substituents. 

30. Instant claim 1 7 restates the asymmetric hydrogenation of a derivative of formula 
(4). US '037 does not possibly teach all of the same variations of substituents. 

31 . Instant claim 18 states that a 4-hydroxyphenyl propionic acid derivative is 
prepared from a benzaldehyde derivative and a glycolic acid derivative, and then is 
further subjected to asymmetric hydrogenation and deprotection. US '037 teaches this, 
but does not disclose all of the same variations of substituents. 

32. The subject matter taught in the reference J. Am. Chem. Soc. 1998, 120, 4345- 
4353 (hereafter referred to as JACS '98), regarding asymmetric hydrogenation, is 
considered to be very similar to what is cited in the current application claims. The 
JACS '98 article was provided by the applicant in the Information Disclosure Statement. 
In this article, a-alkoxy esters are prepared by asymmetric hydrogenation with a chiral 
rhodium catalyst, [{S, S)-Et-DUPHOS-Rh]^ (Table 3, page 4349, substrates 4i). The 
desired (S)- enantiomer is acquired through application of the (S,S)- chiral Et-DUPHOS 
attached to the rhodium. 
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For instant claim 1 , tine JACS '98 discloses the element of preparation of an a- 
alkoxy ester through asymmetric hydrogenation. Regarding the substrates, (Table 3, 
page 4349, substrate 4i), there is a difference regarding substituents. The phenyl ring of 
the substrates in JACS '98 are not substituted, and do not possess an alkoxy or hydroxy 
group in the para- position. Additionally, the enol oxygen may be substituted with benzyl 
or acyl, and this position is substituted with alkyi groups in the instant application. 
However, the difference in reactivity between an alkoxy or hydroxyl substituted phenyl 
ring and a phenyl ring would not be considered to be considerable to one skilled in the 
art. The substituents on the enol oxygen in both the instant application and JACS '98 
serve as protecting groups, of which alkyI and benzyl groups are both able to do. The 
type of protecting group selected would depend on the type of protection sought, under 
different reaction conditions .The unsaturated substrates, 41, are also prepared through 
a different method, which does not involve reacting a benzaldehyde derivative with a 
glycolic acid derivative (page 4351, right column, 2nd paragraph). JACS '98 is therefore 
considered to teach the asymmetric hydrogenation of structurally similar compounds. 

33. Regarding instant claim 2, JACS '98 teaches the element of asymmetric 
hydrogenation. 

34. Regarding instant claim 3, JACS '98 teaches the element of asymmetric 

hydrogenation. 

35. Regarding instant claim 4, JACS '98 teaches that the asymmetric hydrogenation 

is performed with a chiral catalyst. 
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36. Regarding instant claim 5, JACS '98 teaches that the chiral catalyst is a transition 
metal complex. 

37. Regarding instant claim 6, JACS '98 teaches that the transition metal complex 
catalyst is a complex of a metal within Groups 8 to 10 of the periodic table. 

38. Instant claim 7 cites that the asymmetric hydrogenation can be performed on a 
compound of formula (11). JACS '98 teaches that the [(S, S)-Et-DUPHOS-Rh]+ catalyst 
can be used to perform the asymmetric hydrogenation of compounds similar to formula 
(1 1 ) (Table 3, page 4349, substrates 4a-4k). Instant claim 7 further states that if the 
transition metal complex is rhodium, the a-alkoxy substituent should be other than acyl. 
For the substrates listed in Table 3 of JACS '98, the substituent may also be benzyl. 

39. Instant claim 8 cites the process of instant claim 7, and also that the transition 
metal complex is a metal within Groups 8 to 10 of the periodic table. JACS '98 teaches 
this element. 

40. Regarding instant claim 9, JACS '98 teaches that the chiral catalyst is a mixture 
of a chiral ligand and a transition metal compound. 

41 . Regarding instant claim 10, JACS '98 does not explicitly teach that the optically 
active a-alkoxy ester is crystallized from a solvent. However, recrystallization of a 
product from chosen solvents is a very common procedure to those skilled in the art. It 
is well known that the purity of compounds can be improved through recrystallization 
with solvents, and this element is therefore obvious. 

42. Regarding instant claim 1 1 , JACS '98 does not explicitly teach that the 
crystallization solvent is selected from a group consisting of hydrocarbons, alcohols. 



Application/Control Number: 10/578,744 Page 13 

Art Unit: 4121 

ketones, water, and a mixture tliereof. However, recrystallization is a commonly l<nown 
procedure, and the solvents chosen for this depend on the substituents of the 
compound, among other factors. Hydrocarbons, alcohols, ketones, and water differ from 
each other in terms of solubility of different compounds, and polarity. It would therefore 
be obvious to one skilled in the art to possible use different solvents and mixtures 
thereof for recrystallization of a desired product, and may vary greatly depending on 
what the exact product is. 

43. Regarding instant claim 12, JACS '98 does not explicitly teach that an optically 
active 3-(4-hydroxyphenyl)propionic acid is crystallized from a solvent. However, this 
element is obvious as recrystallization is a common process. 

44. Instant claim 13 cites the process as stated in instant claim 12, and additionally, 
that the crystallization solvent is selected from aromatic hydrocarbons, aliphatic 
hydrocarbons, alcohols, water, and a mixture thereof. JACS '98 does not explicitly teach 
this element, but it is obvious to one skilled in the art. 

45. Regarding instant claim 14, JACS '98 explicitly teaches that phenyl proprionic 
acids (which are not substituted with an alkoxy or hydroxy substituent in the para- 
position of the phenyl ring) may be prepared by asymmetric hydrogenation. It is obvious 
to one skilled in the art that this could also be applied to the structurally similar 
substrates of the instant application. 

46. Regarding instant claim 15, JACS '98 does not explicitly teach that an optically 
active 3-(4-hydroxyphenyl)proprionic acid derivative can be prepared by asymmetric 
hydrogenation. However, as the substrates that it does specify are structurally similar 
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and would be expected to have similar reactivity (Table 3, page 4349, substrate 4i), it is 
obvious to one skilled in the art that this would be applicable to 3-(4- 
hydroxyphenyl)proprionic acids as well. 

47. Regarding instant claim 16, JACS '98 does not explicitly teach that an optically 
active 3-(4-hydroxyphenyl)proprionic acid derivative could be prepared by subjecting the 
unsaturated substrate to asymmetric hydrogenation. However, as the substrates that 
JACS '98 teaches are structurally similar and would be expected to have similar 
reactivity, it is obvious that this element would apply to 3-(4-hydroxyphenyl)proprionic 
acids also. 

48. Regarding instant claim 17, JACS '98 implicitly teaches that an optically active 3- 
(4-hydroxyphenyl)proprionic acid derivative is prepared by asymmetric hydrogenation. 

49. Regarding instant claim 18, JACS '98 implicitly teaches that an optically active 
phenylproprionic acid derivative (where the para- position of the phenyl ring is 
substituted with either hydroxyl or an oxygenated protecting group) is prepared by 
subjecting the unsaturated substrate to asymmetric hydrogenation. JACS '98 does not 
teach that the unsaturated substrate is prepared by reaction of a benzaldehyde 
derivative with a glycolic acid derivative. 

50. Highly optically pure (R)- and (S)- enantiomers of 3-(4-hydroxyphenyl)proprionic 
acid derivatives are desirable as precursors and intermediates for a variety of 
pharmaceutical compounds. US '037 teaches that the unsaturated 3-(4- 
hydroxyphenyl)proprionic acid can be prepared by reaction of a benzaldehyde 
derivative with a glycolic acid derivative in the presence of a base, and JACS '98 
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teaches that the unsaturated phenylproprionic acid derivative can undergo asymmetric 
hydrogenation with a transition metal-chiral ligand complex to form enantiospecific 
saturated phenylproprionic acid derivatives. 

To obtain the desired highly optically pure (R)- and (S)- 3-(4- 
hydroxyphenyl)proprionic acid derivatives, the unsaturated compounds of formula (4) 
(above) must undergo hydrogenation. As the usual hydrogenation procedures would 
produce both enantiomers of the desired product, separation by additional methods 
would be needed to separate out the desired enantiomer product. Asymmetric 
hydrogenation, as taught in JACS '98, eliminates the need for additional separation 
methods, as the chiral catalyst selectively hydrogenates one enantiomer of formula (4) 
over the other. Therefore, it would have been prima facie obvious to one of ordinary skill 
in the art at the time the invention was made to combine the teachings of US '037 and 
JACS '98 to arrive at the claims disclosed in the current application. 



Claim Rejections 35 USC § 112 

51 . Claims 1-18 are rejected under 35 U.S.C. 112, first paragraph, as failing to 
comply with the enablement requirement. The claim(s) contains subject matter which 
was not deschbed in the specification in such a way as to enable one skilled in the art to 
which it pertains, or with which it is most nearly connected, to make and/or use the 
invention. The article J. Am. Chem. Soc, 124, pgs. 4952-4953, 2002, (known hereafter 
as JACS '02) is used as an evidentiary reference for the rejection. The examiner 
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discovered tine reference upon a searcli of the inventive concept and claims of the 
current application. 

52. Claim 1 of the instant application states that an optically active 3-(4- 
hydroxyphenyl)proprionic acid derivative is prepared by subjecting the unsaturated 
substrate to asymmetric hydrogenation. In this claim, there is no information given 
regarding the agent or catalyst to be used for the asymmetric hydrogenation. The 
specification gives a wide range of possible transition metals, between Groups 8 to 10 
of the periodic table, along with an equally wide range of chiral ligands. It is known to 
those skilled in the art that the ligands and metals used for asymmetric hydrogenation 
may vary widely depending on the substrates, substituents, and reaction conditions. 
According to JACS '02, "However, there is no solution in dealing with many transition 
metal-catalyzed asymmetric transformations since enantioselectivities are often 
substrate-dependent. Subtle changes in conformational, steric, and electronic properties 
of chiral ligands can lead to dramatic variations of reactivities and enantioselectivites" 
(pg. 4952, lines 2-7). The possible substituents of the compound derivatives of formula 
(4) are extremely broad; for example, the groups for R5-R8 are defined as either 
independently a hydrogen or a substituent, and R2= alkyi group. Given what is currently 
known in the art, it does not seem likely that the broad range of possible catalysts in the 
specification would be equally successful for the asymmetric hydrogenation of the broad 
possible range of substrates cited in the application. There is also no mention of which 
specific chiral ligands, or the ligand stereochemistry, that would be used to prepare 
either the (R)- or (S)- enantiomer of the phenylproprionic acid derivative product. 
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Therefore, it would require undue experimentation to determine which specific chiral 
ligands and transition metals would provide optically active compounds after 
asymmetric hydrogenation of all the possible substrates in the instant application, and 
instant claim 1 Is rejected. 

53. Instant claim 2 cites that an optically active phenylproprionic derivative of 
formula (4) can be prepared through asymmetric hydrogenation. The possible 
substrates and chiral ligands and transition metals are not limited, and would also 
require undue experimentation. 

54. Instant claim 3 recites that the 3-(4-hydroxyphenyl)proprionic acid derivative 
product can be prepared through asymmetric hydrogenation. The substituents are the 
same as those cited in instant claim 1, and this process would also require undue 
experimentation. 

55. Instant claim 4 cites that the asymmetric hydrogenation would occur with a chiral 
catalyst. As the possible range of chiral catalysts is not limited to a specific transition 
metal or ligand, this claim is also rejected as it would require undue experimentation. 

56. Instant claim 5 cites that the chiral catalyst is a transition metal complex, but 
does not limit to a specific transition metal. Rejection of the claim due to requiring undue 
experimentation also applies. 

57. Instant claim 6 cites that the transition metal complex is a complex of the metal of 
Groups 8 to 10 in the periodic table. As the possible range of catalysts covered by this 
claim Is very large and would require undue experimentation, claim 6 Is rejected. 
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58. Instant claim 7 cites that a compound of general formula (1 1 ) undergoes 
asymmetric hydrogenation with a transition metal complex, with the addition that if the 
transition metal used is rhodium, the protecting group as represented by R14 in formula 
(1 1 ) is other than acyl . However, since the possible range of R1 1 and R1 2 groups 
remains extremely broad, and the specific type of transition metal to be used for certain 
substrates Is not mentioned, undue expehmentation would be necessary. 

59. Instant claim 8 cites the process of instant claim 7, and also that, the transition 
metal complex is a transition metal within Groups 8 to 10 of the periodic table. This 
claim is also rejected on the basis of requiring undue experimentation. 

60. Instant claim 9 cites the process of instant claim 1 , and also that, the chiral 
catalyst is a mixture of a chiral ligand and a transition metal compound. Due to the large 
possible range of substrates and chiral ligands, this claim is also rejected as it is 
indefinite and would require undue experimentation. 

61 . Instant claim 1 0 states that the optically active product, derived from the 
asymmetric hydrogenation of a compound of general formula (4), would be crystallized 
from a solvent. As the possible compounds of general formula (4) are very broad, and 
recrystallization solvents can vary greatly depending on the specific compound, the 
claim as states would require undue experimentation. 

62. Instant claim 11 cites the process according to instant claim 10, and additionally 
that, the crystallizing solvent is selected from hydrocarbons, ketones, alcohols, water, 
and a mixture thereof. As the possible compounds of general formula (4) are very 
broad, it would be reasonable to expect that not every hydrocarbon, ketone, alcohol. 
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water, or a mixture thereof would be a successful recrystallizing solvent for all of those 
possible compounds. Rejection due to requiring undue experimentation applies. 

63. Instant claim 12 cites the process according to instant claim 1 , and also that, the 
optically active 3-(4-hydroxyphenyl)proprionic acid derivative product (after asymmetric 
hydrogenation) would be obtained by crystallization from a solvent. As the possible 
derivatives are very broad, undue experimentation would be required to determine 
which solvent or mixture would be successful for each compound. 

64. Instant claim 13 cites the process according to instant claim 13, and also that, the 
crystallization solvent is selected from a group of aromatic hydrocarbons, aliphatic 
hydrocarbons, alcohol, water, and mixture thereof. Undue experimentation would also 
be necessary to carry out the process according to this claim. 

65. Instant claim 14 cites the process in which the compound of general formula (4) 
undergoes asymmetric hydrogenation. As the possible range of compounds from this 
formula are very broad, undue experimentation would be necessary to determine which 
catalyst-chiral ligand combination would be successful for specific compounds. 

66. Instant claim 15 cites the process for preparing an optically active 3-(4- 
hydroxyphenyl)proprionic acid derivative, by performing asymmetric hydrogenation on a 
compound of formula (4). As the possible compounds of formula (4) are broad, and the 
possible hydrogenating catalysts are also very broad, rejection due to requiring undue 
experimentation applies. 

67. Instant claim 16 recites claim 15. There is a difference between the starting 
compound for both claims, as the phenylproprionic acid derivative of claim 15 has the 
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phenyl ring oxygen substituted by a protecting group. Tine final product for both claims is 
the saturated, deprotected 3-(4-hydroxyphenyl)proprionic acid derivative. The rejection 
as stated for instant claim 15 also applies. 

68. Instant claim 17 recites instant claim 15, and the rejection due to the same 
reasoning applies. 

69. Instant claim 18 recites that a compound of formula (4) is prepared by reaction of 
a benzaldehyde derivative with a glycolic acid derivative, which further undergoes 
asymmetric hydrogenatlon, and deprotection to form the saturated 3-(4- 
hydroxyphenyl)proprionic acid derivative. As the possible range of substituents is the 
same as In Instant claim 1, the possible substrates of this general formula is very broad. 
Undue experimentation would be required to determine the catalysts that would be used 
for the asymmetric hydrogenatlon of each substrate. 

70. The information disclosure statement (IDS) submitted on 5/10/06 was filed. The 
submission Is In compliance with the provisions of 37 CFR 1 .97. Accordingly, the 
information disclosure statement is being considered by the examiner. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to SARAH PIHONAK whose telephone number is 
(571)270-7710. The examiner can normally be reached on Monday-Thursday 7:00 AM 
- 5:30 PM EST. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Patrick Nolan can be reached on (571)272-0847. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding tine status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

S.P. 

/Patrick J. Nolan/ 

Supervisory Patent Examiner, Art Unit 4121 



